Endometrial cancer is the fourth most common malignancy diagnosed in US women. Although most cases present in early stages and respond well to surgical staging with appropriately administered adjuvant radiation, the prognosis for advanced endometrial cancers is comparatively poor. Currently available treatments for advanced and recurrent metastatic endometrial cancer have significant toxicities, and are given to a population that is usually elderly with multiple other medical comorbidities. This article examines the pathogenesis of endometrial cancer as well as its diagnosis and management.
Endometrial cancer is the fourth most common malignancy diagnosed in US women, and it is the most common female pelvic cancer. The lifetime risk for a woman in the USA developing uterine cancer is approximately 2.5% [1] . The median age of diagnosis is 63 years, although approximately a quarter of endometrial cancer cases are diagnosed before the onset of menopause. The American Cancer Society currently estimates that more than 39,000 new cases of endometrial cancer were diagnosed in 2007 resulting in more than 7400 deaths from this disease [1] . Despite symptoms that lead to the diagnosis of this disease in its early stages, the mortality from this disease continues to rise. The reason for this is unclear, but may be due to an increase in the incidence of poor histologic types, such as papillary serous cancers, and clear cell type. Another concerning feature is the disparity in survival based on race. From 2000 to 2003 in the USA, the age-adjusted death rate among White women was 3.9 per 100,000, while it was observed to be 7.1 per 100,000 among Black women. This increase in death rate occurs despite a lower overall incidence of endometrial cancers occurring in Black women compared with White women [1] . Clearly, more effective treatment strategies are needed and this is the purpose of this discussion.
Pathogenesis of endometrial cancer
Two types of endometrial cancer have been described: type I, or that which emerges under the influence of estrogen relatively unopposed by progestational effects, (i.e., estrogen dependent) and type II, which arises independently of estrogenic influences [2] . The first type of endometrial cancer accounts for more than 80% of all endometrial cancers and arises from a hyperplastic endometrium, which is the result of excessive estrogen without sufficient progesterone counterbalance. Those who develop this estrogen-dependent type of endometrial cancer tend to be more obese, nulliparous and perimenopausal. Type I cancers tend to have more favorable histologies, present at earlier stages and carry a better prognosis than those histologies associated with type II cancers.
The more clinically aggressive type II endometrial cancers make up approximately 10% of endometrial cancers and are not typically associated with endometrial hyperplasia. These estrogen-independent tumors more often present in older, thinner patients and are also more common in African-American and Asian populations.
In addition, clinically aggressive type II endometrial cancers tend to be less differentiated, present at a higher stage and carry a less favorable prognosis than type I cancers. More aggressive histologies include the serous and clear cell types. This may partly explain the increase in mortality observed in Black women, as noted previously. Most of the risk factors described for endometrial cancer refer to type I cancers, as the pathologic mechanisms of type II cancer formation are not as well characterized. Some other known risk factors for the development of endometrial cancer are listed in Box 1.
Unopposed, excessive estrogen
This often occurs in the setting of obesity, secondary to decreased circulating sex hormonebinding globulin (SHBG) levels and the excessive conversion of androstenedione to estrone in adipose tissue [3] . This decrease in SHBG results future science group future science group in an increase in free serum estradiol. Polycystic ovarian syndrome is another setting that may increase the risk of developing type I endometrial cancer. Those with chronic anovulation do not receive the benefit of intrinsic, cyclical progesterone and have higher levels of androstenedione and lower SHBG. Nulliparity is associated with an increased risk of developing endometrial cancer. Such risk is related to the increased likelihood of anovulatory cycles associated with infertility as well as the overall decreased exposure to unopposed estrogen that is observed during pregnancy and lactation [4, 5] . Early menarche, late menopause and diabetes are also risk factors for the development of endometrial cancer, and the risks of these factors are, at least in part, owing to the hormonal influences of unopposed estrogen exposure.
Tamoxifen
Tamoxifen is a selective estrogen-receptor modulator that has net antiestrogenic activity in breast tissue and estrogenic activity on endometrial and bone tissues. It is an effective adjuvant treatment for breast cancer, but increases the risk of endometrial hyperplasia, polyp formation and invasive carcinoma. In a randomized, controlled trial by the National Surgical Adjuvant Breast and Bowel Project, the relative risk of developing endometrial cancer in those with estrogen-receptor-positive breast cancer taking tamoxifen 20 mg/day was 7.5 (95% CI: 1.7-32.7), when compared with those receiving placebo. One must take into account, however, that the same study demonstrated a 38% improvement in the 5-year cumulative hazard rate for disease-free survival from breast cancer in those randomized to tamoxifen therapy [6] . A follow-up study examining the same dose of tamoxifen used for prevention of breast cancer over 5 years demonstrated a reduction in invasive and noninvasive breast cancers by approximately 50%. The relative risk of the development of endometrial cancer was 2.53 (95% CI: 1.35-4.97) in this study, but there was no increased risk of the development of endometrial cancer in premenopausal women [7] . Although invasive screening for endometrial cancer in those already taking tamoxifen has not been shown to improve outcomes, thorough counseling should be available regarding the risks of endometrial cancer and the development of concerning symptoms. For patients with abnormal vaginal bleeding or discharge, a detailed clinical history with appropriate endometrial sampling is necessary in making a prompt diagnosis [8] .
Genetic factors
Hereditary nonpolyposis colorectal cancer (HNPCC) is an autosomal-dominant cancer-susceptibility syndrome associated with increased lifetime risk of colorectal, endometrial, ovarian, gastrointestinal and upper urinary tract cancers. The cumulative lifetime risk of endometrial cancer in HNPCC-affected families is 40-60% [9, 10] . Although defined as a clinical syndrome, the pathogenesis of cancer in HNPCC-affected families has been linked to defects in DNA mismatch repair genes, such as MLH1, MSH2 and MSH6. Approximately 3-5% of all endometrial cancers are caused by defects in the DNA mismatch repair system. A detailed family history should be taken in all patients with cancer. The Amsterdam II criteria for HNPCC diagnosis requires there to be three relatives (one a firstdegree relative of the other two) with an HNPCC-related cancer, at least one of which is a colorectal cancer presenting in women below the age of 50 years, and the appearance of cancers in at least two successive generations.
Those with suspected HNPCC or other familial cancer syndromes should be referred for genetic counseling. Current surveillance recommendations for HNPCC-affected females include annual endometrial sampling, beginning with the age group of 25-35 years. However, it should be noted that these recommendations are based only on expert opinion and have not been shown to improve survival [11, 12] . Affected individuals not desiring future fertility may consider prophylactic hysterectomy and bilateral salpingoophorectomy. Furthermore, as public awareness increases and more of the individual genetic defects leading to these cancers are identified, an increasing number of patients will seek out new preventive technologies, such as elective in vitro fertilization with preimplantion genetic diagnosis -a service that is currently available at multiple centers in the USA [13, 101] Endometrioid adenocarcinoma is the most common histologic subtype, comprising approximately 80% of all endometrial cancers (see type I cancer previously). The degree of differentiation of endometrioid adenocarcinoma is reflected by a grading system that describes the amount of solid (poorly differentiated) tissue, as noted in Box 2 [14] . This common endometrioid histologic subtype is thought to arise from a background of endometrial hyperplasia. Such hyperplasia is classified by a simple or complex pattern of the glandular and stromal components as well as the presence or absence of nuclear atypia, as outlined by the International Society of Gynecologic Pathologists and the WHO. Of these two classifications, the presence of atypia has a greater effect on the likelihood of progression to cancer than does the presence of complex architecture (Table 1 ) [15] . One recent Gynecologic Oncology Group (GOG) study estimated the presence of concurrent endometrial carcinoma in 43% (123 of 289 specimens) of those with a preoperative endometrial biopsy diagnosis of atypical endometrial hyperplasia [16] . Supporting the relationship of estrogen-driven hyperplasia progressing to type I cancers is the correlation of K-Ras, PTEN, mismatch repair gene mutations, as well as microsatellite instability in both types of tissue [17] [18] [19] [20] .
Type II endometrial histologies, such as papillary serous and clear cell, make up approximately 10% of all endometrial cancers. Given their higher likelihood to present with extrauterine disease and to recur more frequently than type I tumors, they are always defined as high grade (grade 3). These tumors are more likely to arise in a background of atrophic endometrium and have a greater probability of having early p53 mutations and HER2/neu overexpression when compared with type I endometrioid carcinoma [20, 21] . Such overexpression of HER2/neu may provide an opportunity for targeted therapy in the future.
Diagnosis
The most common presenting symptom of endometrial cancer is abnormal discharge or bleeding. The high prevalence (90%) of such symptoms leads to earlier diagnosis and treatment, thereby increasing survival when compared with other cancers that do not display early symptomatology. The first step in the evaluation of the endometrium in a patient with abnormal uterine bleeding or postmenopausal bleeding should be an endometrial biopsy or dilation and curettage. Pregnancy should be ruled out prior to endometrial sampling in premenopausal women. Endometrial biopsy can be carried out easily in the outpatient setting in the majority of cases. The incidence of endometrial carcinoma observed in the 35-39 years age group is more than twice that seen in the 30-34 years age group; therefore, the American College of Obstetrics and Gynecology recommends routine endometrial sampling in anyone over the age of 35 years who presents with anovulatory bleeding [22] . Since endometrial cancer may present at any age, patients with anovulatory bleeding under 35 years of age who are either refractory to medical treatment or who demonstrate a history of chronic, unopposed estrogen exposure (e.g., obesity) should also be considered for endometrial sampling. Hysteroscopy as a diagnostic modality has little benefit and may even lead to an increase in malignant cytology, thus, leading to upstaging of the cancer. The clinical relevance of such upstaging is debated [23] .
Transvaginal ultrasound has also been examined for its effectiveness in predicting endometrial cancer. In the postmenopausal patient, the upper normal limit of endometrial thickness is 4-5 mm [24, 25] . In the premenopausal patient, an endometrial thickness of greater than 8 mm was more likely to be associated with malignant pathology. This cutoff of 8 mm yielded optimal sensitivity (84%) and specificity (59%), and a 90% negative predictive value for the detection Box 2. Histologic grading of endometrioid adenocarcinoma.
Grade 1
• 5% or less of a nonsquamous or nonmorular solid growth pattern
Grade 2
• 6-50% of a nonsquamous or nonmorular solid growth pattern
Grade 3
• More than 50% of a nonsquamous or nonmorular solid growth pattern Data taken from [14] .
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future science group future science group of abnormal endometrial pathology [26] . It is important to note, however, that endometrial thickness is affected by multiple factors, such as weight and hormonal status, and that these variations make using ultrasound for such diagnostic purposes controversial. In the setting of postmenopausal bleeding, a recent meta-analysis revealed that the detection rate of endometrial pathology with ultrasound alone was 96% with a 50% false-positive rate, thereby concluding that a 4% false-negative rate was unacceptable and that ultrasound cannot substitute for invasive diagnostic testing, such as endometrial biopsy or dilation and curettage [27] . Regardless of age, the standard for diagnosis remains endometrial sampling.
Preoperative workup
Following the diagnosis of tissue, most patients should be offered the diagnostic, prognostic and treatment benefits of surgical staging. A chest x-ray should be obtained to assess for metastatic disease. Results of a Pap smear, mammogram and colon screening (either barium enema or colonoscopy) should be known prior to surgery in order to evaluate the possibility of cancer from other sites metastasizing to the uterus. Cancer antigen (CA) 125 levels have been shown to have some predictive value regarding tumor grade, depth of invasion, presence of extrauterine disease and the likelihood of disease recurrence [28] [29] [30] . Other preoperative laboratory studies should be guided by a patient's comorbidities. Computed tomography (CT) and MRI rarely change management in the patient who will undergo surgical staging. CT can be useful in the assessment for bulky, extrauterine disease, but has poor sensitivity and specificity for assessment of myometrial invasion and cervical involvement. Although relatively expensive, MRI is the most useful imaging modality for the assessment of myometrial invasion and adjacent organ spread [31] . Since the surgeon should be prepared to deal with extrauterine involvement at the time of the staging procedure, such imaging often adds cost to medical care without changing the treatment or outcome.
Staging
The primary treatment for endometrial cancer is surgical. Surgical staging is important because it provides diagnostic and prognostic information in addition to guiding postoperative treatment and surveillance. Table 2 reviews the FIGO staging and 5-year survival rates of endometrial cancer [32] . The usual procedure is performed via exploratory laparotomy and includes a total extrafascial hysterectomy along with removal of the bilateral tubes, ovaries and pelvic and periaortic lymph tissue. In addition, peritoneal washings are taken for cytology at the beginning of the procedure. Although positive cytology has been shown to correlate with worse prognosis [33, 34] , it may not significantly influence survival if the disease is otherwise confined to the uterus [35] . Removal of the ovaries is important, not only to rule out micrometastatic disease, but also because of the approximate 5% risk of synchronous primary ovarian cancer found in patients with endometrial cancer [36, 37] . Despite the fact that staging has traditionally been through a vertical midline abdominal incision, multiple studies have demonstrated comparable outcomes via the laparascopic approach to surgical staging [38] [39] [40] . This minimally invasive technique is widely accepted as an appropriate technique when performed by a surgeon with the adequate training and skills for laparoscopic lymph node dissections, and patients typically recover faster postoperatively with less postoperative pain and shorter hospitalizations.
The degree of lymph node dissection performed is controversial. Approximately 11% of those with cancer clinically confined to the uterus at the time of surgery will have metastatic disease to regional lymph nodes [41] . Although there is a decreased risk of cancer spreading to the aortic nodes if the pelvic nodes are negative [42] , the intraoperative assessment of lymph nodes by visualization and palpation does not accurately predict the likelihood of metastatic disease [43, 44] . Furthermore, occult micrometastatic disease in early-stage endometrial cancer may only be detectable by special immunohistochemicalstaining methods [45] . Data from Kilgore et al. suggest that there is survival benefit seen in those patients who receive complete lymph node sampling [46] , albeit there is no large, prospective trial to demonstrate such a benefit. In addition to stage and histology, other factors have been noted to have significant prognostic value. Various surgical and pathologic prognostic factors have been evaluated by the GOG. In the absence of histopathologically proven extrauterine disease from the initial staging procedure, poorly differentiated tumors (grade 3) have the greatest propensity for recurrence. For clinical stage I and II tumors, the 5-year recurrence-free survival rate for those with positive pelvic nodes or adnexal masses, positive pelvic cytology from washings, lymphvascular space invasion and aortic node or gross findings on exploratory laparotomy was 58, 56, 55 and 41%, respectively. This is compared with a 93% recurrence-free survival observed in those with only myoinvasion or grade-related risk factors. It is worth noting that the authors recorded a 70% 5-year recurrence rate in those with isthmus/cervical involvement, but that those with such involvement also tended to have deep myoinvasion and/or poorly differentiated histologies [47] .
Treatment after surgical staging Treatment after initial staging is directed by stratification of patients into low-, intermediateand high-risk groups based on surgical stage, lymphvascular space invasion (LVSI), tumor grade and histology.
Low-risk group
Individuals in the low-risk group are classified as stage IA (all histologic grades) or stage IB (grade 1 or 2 only), have disease confined to the uterine fundus and have neither LVSI nor nodal metastases. Low-risk patients may be considered to be fully treated by the surgery alone, although some advocate adjuvant vaginal brachytherapy for patients with grade 3 histology in order to decrease their theoretically higher risk of vaginal recurrence.
Intermediate-risk group
The intermediate-risk group includes patients with stage IC-II cancer and grade 1 or 2 histologies (without LVSI or metastatic disease). The current standard treatment for these patients consists of the initial staging procedure plus or minus a modality of adjuvant pelvic radiation therapy. The addition of adjuvant radiation therapy is controversial in this group. In 1980, Adlers et al. reported on the effects of adjuvant external beam radiation therapy (EBRT) in a group of patients with clinical stage I cancer who received total abdominal hysterectomy with bilateral salpingooopherectomy (TAH-BSO) (without lymph node sampling) followed by vaginal brachytherapy, with or without adjuvant EBRT. Those who were randomized to receive EBRT had significantly fewer vaginal and pelvic recurrences, but no improvement in the 5-year survival rates was observed [48] . The Post Operative Radiation Therapy in Endometrial Cancer (PORTEC) trial was a prospective, randomized study that • Those with moderate to poorly differentiated tumor, the presence of LVS and outer third myometrial invasion;
• Age of 50 years or above with any two of the risk factors listed above;
• Age of 70 years or above with any risk factor listed above.
In this high-intermediate risk subgroup, regional recurrence was significantly reduced in those who received pelvic RT (6 vs 26%, respectively). The adjuvant pelvic RT arm had a 92% 4-year survival rate compared with 86% for the no additional treatment arm, although this difference was not statistically significant [51] . Tracking survival times for longer durations in larger populations may reveal a significant advantage for this subgroup. Since adjuvant RT has been shown to decrease recurrence rates, it is recommended that those who meet the criteria of the high-intermediate risk subgroup should be treated with adjuvant RT. Owing to the potential morbidity associated with adjuvant RT, treating lower risk subgroups with adjuvant pelvic RT may not be justified, given the relatively lower locoregional recurrence rates. Some retrospective studies have demonstrated lower toxicity with adjuvant vaginal brachytherapy when compared with pelvic RT, while demonstrating similar locoregional recurrence rates [52, 53] . The ongoing PORTEC-2 prospective, randomized trial is evaluating brachytherapy alone versus pelvic RT for adjuvant therapy.
High-risk group
The high-risk group consists of grade 2 disease with myometrial invasion greater than a half with isthmic, cervical or vaginal involvement, grade 3 cancer with any myometrial invasion, lymphvascular space involvement or any extrauterine disease. After initial staging, adjuvant RT is frequently utilized and has been shown to reduce the rate of local recurrence [54] . However, with extrauterine disease, the expanded radiation fields observed with whole abdominal RT (WART) or extended field RT also yield more treatment-associated morbidity. The GOG 122 trial was the first prospective, randomized study to demonstrate progression-free and overall survival benefits of systemic adjuvant chemotherapy over adjuvant WART alone [55] . This study used adjuvant doxorubicin and cisplatin in stage III and IV cancers versus adjuvant WART, and predicted a 5-year, stage-adjusted, progression-free survival rate of 50% for the chemotherapy group and 38% for the WART group. It also predicted a 5-year stage-adjusted survival rate of 55% for the chemotherapy group and 42% for the WART group. The chemotherapy arm of this study did suffer more acute toxicity than the WART group. Another study (GOG 177) has demonstrated more effective results using paclitaxel, doxorubicin and cisplatin with hematopoietic growth factor support; however, this regimen does demonstrate even greater acute toxicity [56] .
High-risk histologies, such as clear cell and uterine papillary serous carcinoma, warrant special treatment considerations given their higher recurrence rates and different recurrence patterns. Surgical staging for these tumors should include an exploratory laparotomy, extrafascial TAH-BSO, thorough pelvic and periaortic lymph node dissection, omentectomy and assessment of pelvic and diaphragmatic cytology. Owing to the higher recurrence rates observed across all stages, adjuvant RT is more frequently given, even for early-stage disease.
Treatment of advanced primary & recurrent endometrial cancer
Combined adjuvant chemotherapy and RT is often advocated for advanced disease [57, 58] . Multiple single-agent chemotherapeutic regimens future science group future science group www.futuremedicine.com have been used with limited efficacy. Doxorubicin has been shown to yield response rates of 17-26% [59] [60] [61] . In other single-agent trials, epirubicin, cisplatin, carboplatin and paclitaxel have also shown response rates greater than 20% [62] [63] [64] [65] . However, certain combination regimens of chemotherapy have demonstrated greater overall activity against advanced or recurrent endometrial cancer than that shown with single agents alone (see Table 3 for a selective list of the most effective chemotherapeutic regimens). In the GOG 177 trial, the paclitaxel, doxorubicin and cisplatin treatment arm demonstrated a 57% total response rate, while doxorubicin and cisplatin exhibited only a 34% response rate [56] . There is no single, randomized, controlled trial comparing single-agent therapy to multiagent therapy that demonstrates an advantage of one therapeutic approach over the other. GOG 122 demonstrated that multiagent therapy with cisplatin and adriamycin was superior to radiation alone. The data from GOG 177 suggest that platinum and taxane therapy should be the current standard treatment for systemic disease. Clearly, more investigation is needed to improve the efficacy of treatments for advanced primary and recurrent disease.
Progesterone treatment & special considerations
Patients with complex hyperplasia (without atypia) may be treated successfully with progestational agents if followed closely with serial endometrial sampling. Those with complex atypical hyperplasia, however, should be offered a hysterectomy given the high likelihood of occult endometrial cancer being present at the time of endometrial sampling. Although surgical treatment is generally the preferred initial management approach for those with endometrial cancer or complex atypical hyperplasia, some patients may not be good surgical candidates secondary to desire for future fertility, medical comorbidities and/or other quality-of-life considerations. In such patients with endometrioid histologies, it would be reasonable to offer treatment with progestational agents, which can be given via oral, intrauterine device or other parenteral means. In one small study of presumed stage IA, grade 1 endometrioid cancer, patients received a progesterone-containing intrauterine device after hysteroscopy and curettage and were subsequently followed with endometrial biopsies. Six of eight patients had negative biopsies at 12 months [66] . A review of progesterone treatment of early endometrioid adenocarcinomas revealed a 76% overall response, a mean treatment duration of 24 weeks and recurrences of approximately 25% [67] . As obesity contributes significantly to both the unopposed estrogen that can lead to endometrial cancer and the risks of perioperative morbidity in this patient population, the physician should utilize this opportunity to counsel, motivate and, if necessary, make appropriate referrals for the patient regarding weight-loss treatment to decrease these risks.
Post-treatment surveillance
Endometrial cancer recurrence occurs most commonly within the first 3 years after treatment [47] . Most recurrences are pelvic and a significant number of such recurrences are vaginal, which may be visualized on exam and/or detected by cytologic evaluation of the vaginal cuff. Such lesions may cause vaginal bleeding. Changes in appetite, bowel habits or weight loss may signify distant recurrence; however, these are also common side effects of the chemotherapy and radiation treatments. Current recommendations for follow-up include physical examination and vaginal cytology every 3-6 months for 2 years, and annually thereafter. For those with an initially elevated CA 125, this should be checked with each visit as well.
Conclusion & future perspective
In the USA, Black women with endometrial cancer are dying at nearly twice the rate of Caucasian women. This is occurring despite the fact that the incidence of endometrial cancer is lower in Black than Caucasian women. The more frequent occurrence of aggressive histologies in Blacks is in part to blame; however, significantly more effort is needed to identify and resolve the socioeconomic factors that also contribute to this observation. Ref.
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future science group future science group Future treatment advances will focus, in part, on those who are genetically predisposed to developing endometrial cancer; however, these only account for approximately 10% of all endometrial cancers. We are beginning to see improvements in the efficacy of chemotherapeutic regimens for the treatment of advanced and recurrent endometrial cancer. The greatest advances are to be made in the development of better systemic treatments that will not only improve survival, but do so with considerably less toxicity. GOG 209 is an ongoing randomized trial comparing doxorubicin, cisplatin and paclitaxel with carboplatin and paclitaxel in patients with advanced primary or recurrent cancer. Furthermore, targeted molecular therapies are expected to play a larger role in the treatment of endometrial cancer.
Executive summary

Background
• Endometrial cancer is the fourth most common malignancy diagnosed in US women, and most often presents at early stage with symptoms of abnormal vaginal bleeding.
Pathogenesis of endometrial cancer
• The most common type of endometrial cancer occurs in the setting of unopposed estrogen (with obesity being a key risk factor).
• Patients taking tamoxifen as adjuvant therapy for breast cancer are at an increased risk for endometrial cancer.
• Specific genetic mutations may account for approximately 10% of endometrial cancers.
Histology
• The most common endometrial cancer, type I, arises from a background of endometrial hyperplasia.
• Type II endometrial cancers, such as papillary serous and clear cell histologies, make up approximately 10% of all endometrial cancers and tend to present at more advanced stages.
Diagnosis & preoperative workup
• The gold standard for diagnosis is endometrial tissue from endometrial biopsy or curettage.
• Once the diagnosis of cancer has been made by pathology, ultrasound, computed tomography and MRI usually do not significantly contribute to preoperative clinical information and increase costs.
Surgical staging
• Appropriate surgical staging should be by a physician who is well-trained in performing the total extrafascial hysterectomy, bilateral salpingoophorectomy and pelvic and periaortic lymph node dissections. This staging may be performed via laparotomy or laparoscopy.
• Surgical staging provides both diagnostic and therapeutic value in the management of endometrial cancer.
Treatment after surgical staging
• Adjuvant radiation therapy is frequently utilized to treat intermediate-and high-risk groups.
• Adjuvant combination chemotherapy regimens may provide better responses than adjuvant radiotherapy in advanced primary or recurrent endometrial cancer, but do so with greater acute toxicity.
• The most active chemotherapy regimen against advanced or recurrent metastatic endometrial cancer is paclitaxel, doxorubicin and cisplatin (Gynecologic Oncology Group 177).
Progesterone treatment & special considerations
• The use of oral progestins or a progestin-impregnated intrauterine device may be considered in those patients with medical comorbidities that pose excessive surgical risks.
• Hysteroscopic resection of early endometrial cancers has been described, but is not widely accepted.
Post-treatment surveillance
• Recurrences occur most frequently within the 3 years after treatment.
• A significant number of recurrences are locoregional and may be detected by evaluation of the vaginal cuff or symptoms, such as vaginal spotting.
Future perspective
• More effort is needed to address the racial disparities in endometrial cancer survival.
• Further progress is needed to identify the most successful treatment regimens for those with advanced primary or recurrent endometrial cancers.
• Targeted molecular therapies are expected to play a larger role in endometrial cancer treatments. 
